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Claims (amended) 



A method for diagnosing or prognosing Alzheimer's disease in a subject, 
or determining whether a subject is at increased risk of developing 
Alzheimer's disease, comprising: 

determining a level, or an activity, or both said level and said activity, of 
nerve growth factor in a sample taken from cerebrospinal fluid of said 



and comparing said level, or said activity, or both said level and said 
activity, to a reference value representing a known disease or health 
status, 



wherein an increase in said level, or a varied activity, or both said 
increase in said level and said varied activity, of nerve growth factor in 
said cerebrospinal fluid from said subject relative to said reference value 
representing a known health status indicates a diagnosis, or prognosis, 
or increased risk of said Alzheimer's disease in said subject. 



A method of monitoring progression of Alzheimer's disease in a subject, 
comprising: 

determining a level, or an activity, or both said level and said activity, of 
nerve growth factor in a sample taken from cerebrospinal fluid of said 
subject; 

and comparing said level, or said activity, or both said level and said 
activity, to a reference value representing a known disease or health 
status, 



subject; 
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wherein an increase in said level, or a varied activity, or both said 
increase in said level and said varied activity, of nerve growth factor in 
said cerebrospinal fluid from said subject relative to said reference value 
representing a known health status indicates a diagnosis, or prognosis, 
or increased risk of said Alzheimer's disease in said subject. 

Use of the method according to claims 1 or 2 for evaluating a treatment 
fqr Alzheimer's disease. 

The methcHaccording to any of claims 1 to 3, wherein a level of nerve 
growth factor >Xog/ml in said cerebrospinal fluid indicates a diagnosis, 
or prognosis, or increb^ed risk of Alzheimer's disease in said subject. 

The method according to claim 4, wherein a level of nerve growth factor 
in the range from 4 pg/ml to 25 pg/ml, in particular in the range from 4 
pg/ml to 14 pg/ml, in said cerebrospinal fluid indicates a diagnosis, or 
prognosis, or increased risk of Alzheimer's disease in said subject. 

The method according to any of claims 1 to 5, wherein said subject is a 
hurqan. 

The method according to any of claims 1 to 6, wherein nerve growth 
factor is detecte\using a n immunoassay, bioassay and/or binding 
assay. \. 
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^. The method according to any of claims 1 to 7, further comprising 
comparing a level and/or an activity of nerve growth factor in said 
ssample with a level and/or an activity in a series of samples taken from 
sENd subject over a period of time. 

The mettiod according to any of claims 1 to 8, wherein said subject 
receives a ^treatment prior to one or more of said sample gatherings. 

The method according to any of claims 1 to 9, wherein said level and/or 
activity in said saiW>les is determined before and after said treatment of 
said subject. \ 

The method according to any of claims 1 to 10, further comprising: 
determining a level, or an activity, or both said level and said activity, of 
a further neurotrophin in a sample taken from cerebrospinal fluid of said 
subject; \ 

and comparing said level, or said Activity, or both said level and said 
activity, to a reference value representing a known disease or health 
status; \ 

wherein a varied level, or activity, or both\said level and said activity, of 
said further neurotrophin in said cerebrospinal fluid from said subject 
relative to said reference value representiritj a known health status 



AMENDED SHEET 



EP00039- 



- 4 - 

indicates a diagnosis, or prognosis, or increased risk of Alzheimer's 
disease in said\ subject. 

The method according to claim 11 wherein said neurotrophin is 
neurotrophin-3. 

The method according to claim 12 wherein a level of neurotrophin-3 > 
15 pg/ml in said cerebrospinal fluid indicates a diagnosis, or prognosis, 
or increased risk of Alzheimer's disease in said subject. 

A kit for diagnosis, prognosis, or determination of increased risk of 
developing Alzheimer's disease in a subject, said kit comprising: 

(a) at least one reagent which selectively detects nerve growth factor; 
and 

(b) instructions for diagnosing, or prognosing Alzheimer's disease, or 
determining increased risk of developing Alzheimer's disease by 

(i) detecting a level, or an activity, or both said level and said 
activity, of nerve growth factor in a sample taken from 
cerebrospinal fluid of said subject; and 

(ii) diagnosing, or prognosing, or determining whether said subject 
is at increased risk of developing Alzheimer's disease, 

wherein an increase in said level, or a varied activity, or both said 
increase in said level and said varied activity, of nerve growth factor 
compared to a reference value representing a known health status; 
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or a level, or an activity, or both said level and said activity, of nerve 
growth factor similar or equal to a reference value representing a 
known disease status indicates a diagnosis, or prognosis, or increased 
risk of developing Alzheimer's disease. 

The kit according to claim 14 wherein a level of nerve growth factor > 4 
pg/ml in said cerebrospinal fluid indicates a diagnosis, or prognosis, or 
increased risk of Alzheimer's disease in said subject. 

The kit according to claim ^lSj^yherein a level of nerve growth factor in 
the range from 4 pg/ml to 25 pg/ml, in particular in the range from 4 
pg/ml to 14 pg/ml, in said cerebrospinal fluid indicates a diagnosis, or 
prognosis, or increased risk of Alzheimer's disease in said subject. 

The kit according to any of claims 14JO-46 further comprising: 
^a) at least one reagent which selectively detects a further 
neurotrophin; and 

(b) inspections for diagnosing, or prognosing Alzheimer's disease, or 
determining increased risk of developing Alzheimer's disease by 

(i) detecting a level, or an activity, or both said level and said 
activity, of\aid further neurotrophin in a sample taken from 
cerebrospinal flukl of said subject; and 

(ii) diagnosing, or progriosing, or determining whether said subject is 
at increased risk of developing Alzheimer's disease, 



AMENDED SHEET 



q-07-2001 




EP00039 




wWein a varied level or activity, or both said ,evel and said activity, of 
said Wher neurotropy compared to a reference value representing a 

known health status, 

or a level, or an activity, or both said level and said activity, of said 
further neurot\phin similar or equal to a reference value representing a 
known disease status 

indicates a diagnok or prognosis, or increased risk of Alzheimer's 
disease in said subject^ 



18. The kit according to claim 17 wherein 



said neurotrophin is neurotrophin- 



3. 



y 




19. The kit according to claim 18 wherein a level of neurotrophics > 15 
pg/ml in said cerebrospinal fluid indicates a diagnosis, or prognosis, or 
increased risk of Alzheimer's disease in said subject. 

2iX The kit according to any of claims 14 to 19 for use in monitoring a 
^gression of Alzheimer's disease in a subject. 

21. The kit a\cording to any of claims 14 to 19 for use in monitoring the 
success or fa^ure of a therapeutic treatment of a subject. 

22. A method of treating or preventing Alzheimer's disease in a subject 
comprising administering to said subject in a therapeutically effective 
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amount an agent or agents which directly or indirectly affect an activity, 
or level, or both said activity and level, of at least one substance which 
is selected from the group consisting of a gene coding for nerve growth 
factor, a transcription product of a gene coding for nerve growth factor, 
and nerve growth factor. 

Use of an agent for the manufacture of a medicament for treating 
Alzheimer's disease, wherein said agent directly or indirectly affects an 
activity, or level, or both said activity and level, of at least one 
substance which is selected from the group consisting of a gene coding 
for nerve growth factor, a transcription product of a gene coding for 
nerve growth factor, and nerve growth factor. 

A method for identifying an agent that directly or indirectly affects an 
activity, or level, or both said activity and level, of at least one 
substance which is selected from the group consisting of a gene coding 
for nerve growth factor, a transcription product of a gene coding for 
nerve growth factor, and nerve growth factor, comprising the steps of: 

(a) providing a sample containing at least one substance which is 
selected from the group consisting of a gene coding for nerve 
growth factor, a transcription product of a gene coding for nerve 
growth factor, and nerve growth factor; 

(b) contacting said sample with at least one agent; 
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(c) comparing an activity, or level, or both said activity and level, of 
at least one of said substances before and after said contacting. 

A composition for use as a medicament comprising (i) a first agent 
which directly or indirectly affects an activity, or level, or both said 
activity and level, of at least one substance which is selected from the 
group consisting of a gene coding for nerve growth factor, a 
transcription product of a gene coding for nerve growth factor, and 
nerve growth factor and (ii) a second agent which directly or indirectly 
affects an activity, or level, or both said activity and level, of at least 
one substance which is selected from the group consisting of a gene 
coding for a further neurotrophic a transcription product of a gene 
coding for a further neurotrophin and a further neurotrophin. 

A composition according to claim 25 wherein said further neurotrophin is 
neurotrophin-3. 
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